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(57) Abstract 

Amide derivatives represented by general formula (I) or salts thereof wherein each symbol has the following meaning: ring B: an 
optionally substituted heteroaryl optionally fused with a benzene ring; X: a bond, lower alkylene or lower alkenylene optionally substituted 
by hydroxy or lower alkyl, carbonyl, or a group represented by -NH- (when X is lower alkylene optionally substituted by lower alkyl which 
may be bonded to the hydrogen atom bonded to a constituent carbon atom of ring B to form lower alkylene to thereby form a ring); A: a 
lower alkylene or a group represented by -(lower alkylene)-0-; R u and R lb : the same or different and each hydrogen or lower alkyl; R 2 : 
hydrogen or halogeno; and Z: nitrogen or a group represented by =CH-. The compounds are useful as a diabetes remedy which not only 
functions to both accelerate the secretion of insulin and enhance insulin sensitivity but has an antiobestic action and an antihyperlipemic 
action based on its selective stimulative action on a p 3 receptor. 
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;k ^rtji^u-so-. «87;^-so 2 -. M7i^b-co-, 
j^-co-o- a;i,/^-Ok 16SS7;^-nh-co- y-e7;i4;i/-N- 

CO-. -KD, v7>, 75/, <7*T-v/. ffl7^-CO-NH- fii7)W 
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v-f = yv-^ (CD i) . v^i-;u*x*U;u7vK (dp pa) ^vx^;u7txX7tx»j;u 

v7- K(DEPC) mtmif t»*L«. 
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1. kk ^"t7X (-< >X 'J ^J&nf^-xJU : BEiS, UlUI) lcfe(f£jfil3|£igTSUg 
UttkkV^X (lfil*Hi2 0 0mg/d I £Lt) ^JBl^T. ffi^TT'JfiDffifit^l'JS^ Mft 

**^X^BBtt C^y^fllSSISO £JBlvCflllfilU Rfc$>/<?«BSSL ±fficp<D<f)^—* 
f ( m g/d I) £-?;U=i-X:<i-^>*— y#fe«*Lf=. ifc3|£M£]±©gll*&l 

&-£iiiH££ y 3 O %M'>£-t±6fflm£ E D 30 f®<!: L"Ci6 Lfco 

r*SlzifliiBMt*<5T3?1±fc. 4#«3683<b^«KZ>*rzli» TO403ED, o ^3mg/ 
k g/d a y lUT<fcl^ &l^7&$.&7fz-Tit'&y}fiS&£Ltzo —?5. tflfE WO 9 5/2 9 1 
5 9^fgHi0iJ9O(DMa)ED3 O lli3Omg/kg/da yJJJLttr&y. ^fcfiRtt 
^j9 2<D<b^%ED 30 jiSA<3 Omg/k g/d a yVfo-otz 0 ZOZLtfrttf&Mit&Wl 
I*. #jtB WO 9 5/2 9 1 5 9'£mztm£fttzit&®£tiMLXt>. Wctfz4 >7.'J 

TilMCDitl^SD^'y h^ffll^T. — SSBSftftft. ^ai^lf^ltL. oral glu 
cose tolerance test (OGTT) ^Tof; (n = 4) 0 $88gHb^$lf£. 
7)l,zi— 7. (2 g/k g£Si§P33:-50 (75S#3 0^mHC^P^#fc-5)LM±^T^Lfco Jll^l 
fi&f*^ h^>h/^W- ^ (65mg/kg) ^TT\ ^/<'J ^SLfctf^Xvy 

>v£ffl^TIS*i?*m£yi^U ±it*(D^;u=i-xg (mg/d I) 

g (n g/m I) $Radioimu noassay(RIA) JilCcfc y ^^Lfco 
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X/^^f >g!<7) £ 5 £;S«ffiB&SiJ££*rL-ClvC* «fcl\, fc»IXfi*JfiJte&5lc<J: «J viE 
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o&otzmsmte. iz*\zmmm. mmm. mm. zutm* ^mm. &fc<m cmxrt. 
x*,&i\ ztL^iimi^/^iPUTf^^^;^— immo^zuzmmiz 
mmmmi^mmLxmm-rz - £ *>t?£& 0 

^ >r — estbJft: <7 n p*;uA/y $ y — ju=ioo/wio/d rz-cBttLfc. 4#e>*ifc»££ 
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###J3 

(R)-fh(2-t KP^v-2-77x^:;UX^JU)-N-[2-(4-— hP7i-JI/)lf ^]^;U\'S>i t- 
^^IxXX^UOJX^ y — ;U20Qnl;t^(ClO%/^ V^A-j^l.OSg^ft]*.. ^JE7K^#ffl^T. 

(R)-N-[H4-7Sy7i-;b)-W-(M: KP^z-Wi^HWUlfJH*^/^ > 

(R)-N-^(4-75/7i-JW-W-(2-t KP+^^i-JHf JI/)If J^^^/n'S >i t- 
^^XX J 7 L < >U44are. h 'J X^;UT S >33Qng<7)^ □ P7^;Ui*4ml/S5ftl=2-tf 'J i»i3Jl>^=-JU 

P^7 h^7-f — eSaija:^-9->/Brar3:^t=1/3)l=TfllSIL. (R)-N-(2-t KP^r->-2- 
7x^;ux^;u)-N-[2-[4-[(2-t°'J v>2j;i^-;u) 7 = /] -;u]x^;u]±i;u\ = 

(R)-N-[H4-75/ ?xx;u)-N-(2-fc K p ^->-2-37 x - ;bx^;u) x^ju] *;u/ \ ~ >i£ t- 
^;UX*^;U377mg<7)^ h^fc KP^7>10ml^lZ1-X^;U-3-(3-v^^;UT5y ^Pt° 

l&^J&203mg > 1-fc KP4v^y/MJ7y- ;U43mg. 8-3VJ>*JUtf 
>m202n«$M2Jd3Q^.fro M;Ul::T18. 5B#Rmt#Lfc8L ^^I±TS^Lfco 

•7 -if ATf^Jg Lfco 58!«$3«ETB*"r S C i lc«fc y ffl * *Lt=3&T6£ v 'J * ^ A 

h^^^c— (m&fe-.^*+)-^/wm^)\^2/vizxmmu (r)-n-(2-l kp^f-v-2- 
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set v g * ^*;u* 7^n7h^77^- esas : ^-9->/it&x5^u=i/3) iz-cmsa-r & 

ZfclCj:"^ (R)-N-[2-C4-[[2-[1-(2-3';U7|-P / <>v^)-1H-f = 2V— ;kH;i/]7-i:f JH7 
253mg£?#fco 

(R) -2- [N- (K > U) -N- [2- (4-^ hP7i —JV) x^;u] 75/ ]-1-7x_;i,x^ y — ;U3. 4g 
0)*$y — ;U5Qnl 5t;^l^t»8. 6g. 2N^4Qtil ^1mXtz 0 J^M&W&2Btf$m$&M%l Ltz&. 
iNTK^b^" h 'J ^A^JiQ*.. ±Ctz^m^i^:±^^ h^m^X^Ltzo ffifc&ffiET^fcL 

37 — CtHijft: ^-*>/ftB£x^;u=i/D Ic-Of^-T & - £ l-<£ U » (R)-2-[N-[2-(4-7 5 y 
z? x^jW-n-COS^W 75/ ]-i-7i-;bx^ y — ju i. 45 g ^^#fc 0 

(R)-2-[N-[2-(4-T = /7i — ;U) X^;U]-W-(^<> v^U) 75/ ]-1-7i^JH5 / — ;U502mg 
l^2-(3-^^;Ut*'J V>-2-'f ;U)glF^X^U336ng, 4v U>1Qnl £»D*.f::o SJ&jS-o^^B^RS 

(^tii^;^-ti->/it^x^i^i/3)lzTf?l^r^c:<h|- e fet-;. (R)-4' -[2-[n-(k> vju)-n-(2- 

222ne£ftfc<> 

2-"7;U^"P74z h7i/ M). 96g<7>x h^fc KP^^>2QnlCO^[^ ^>V^U h 'J ^ ^U7 
>^E " h 'J ^P 5 K2.65g£J]0;Uro J5J£ig^&l£. ^ST. 3 0^m 3s34&£j£ 

7x^;u75>i.8ig^v?-i' v^ , Pt°;ux5 1 ;u75>o.92g^n^ JSJ£;M-£1£i£ i BtPalJia^ 
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l¥Ht*^I^HJ^A0.34g£AD*.. £JSS#fel£* BimT, iBSHffltttLfc. SftKSttES 
iffllx^i/SftiTL. 7k* IS«]^7KT'IIIS^;tLfco WaW^^KKfiStt^^^^AT? 

/t^;uA)-cmMLT. 2-[M-( / <>v^)-w-^(4--Ka7i-;Wxf;b]75y]-i-G-7ji/ta 

^ x rjU) X$ J — )\A . 95g£f#/c<, 
0 

2-t°'J i/JHHfej* ^U5. 12g, 4-7 5 / ^>v^v7- R5. 14g. ^t-i/ls >50hi I (0 fif£;1i"&83 
£24B$r B «?^Lfco J8«£SM5*B£U ?lil:vif;H- ^U£}JQ*.* ££fcf&&£ 

saw* - £ y 4* -yjy ^ ^u-2-(2- tr u v;u>hf^t- u ks. 65g£f#fc 0 

4 , -v7y^^;U-2-(4,&-v>^JU-2-e«Jv;U) HSIT-'J K640mgCD^ K^t KP^^> 

h-ati£U ;§i££Ml±S£U 4' - &-7 H / If Jb)^(4, &-v^ f il^-Mf' J vJI/) Wm 
T-'J K64Qi€$^#t-o 
##0>J1 2 

4 . _(2_ T = y x^;U)-2-(4. G-i>* f ;U-2-b° 'J vJU) Pit 7— 'J K63Qng(D h;UX>20iil<D;t 

>ftfw'OXTJU"7 J t K0. 27ml £*JD*.* t << — — ?£m&m^x3m?£\iinmm%LLtz 0 JK 
j£££fe£tt&U Jt^^MEg^Lfco #&*LfcM0)^ * ^ — ;U3anl<D^£0°Clw-fr£P 
U rtSHbJfc'WIW- h 'J ^ A63mg£»0?U 0 o C^1B#P B 1J£#L7io JEJCS^KDjgjaETOiaiS^a 

T, (R)-4'-[2-[N-K>v;U)-N-(2-t h'P+^7i-;HfJI/)7 £ J ]X^jU]-2-(4. 
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mrnmi 

(R)-w-(2-t kp ^ x ^;uxt;u)-n-[2-[4-[ (2- tf u i»*;U7tt-;u) 7?y]7i- 
;u]x^;u]^;u/\5 >g£ t-^juxx^wsai^xSi / — ; n Om 1 jgjfci Z4N^< b7K^t-£^x 

p^^i>-2-^x^;ux^;^)T3y]x^u3-2-t 0 'Jv?>*;^7t<>^T- , ; K 2i£M&28aie£*# 

(R)-4'-[2-[(2-t Kn^>«x^nf;W75/]if;i/]-3-tf'J S/>*;utK> 
SS7-U K 2i£|&& 

I8!i£0i|3 (R)-4'-[2-[(2-t Kn+v-^x^nf;W75^]ifib]W 'J 

HJS01J4 (R)-4'-[2-[(2-t KP^v-^x-;nf ;W 7 S y ]i^U]-(D-3-(2-e'J v^U) 
7? U )\M7- «J K 2i£|£i£ 

IU6^J5 (R)-2-(^>y^TV— ju-2-OUM f -[2-[<2-fc K □ ^>-2-? x - ;ux^;u) T 5 
(RM'-[2-[(2-fc KP^v-^i-;i/Xfji,)75/]xfiH^W5^y[aH] 

f7v-jk3-<jwpi7-'j k 2tmm. 

mS&m 1 (TO -4' -C2-[(2-t KP^v-^x-;H^U) T S / ]X9MH-2-(2-* =f-)\,=f-7^— 

H»j8 (R)-4'-[2-[(2-t Kn^->2-7i-;nf ;W 7 5 y ]if ;i]-2-(iiK 

(R)-4 , -[2-[(2-t KP^ri>-2-7x^;UX^;U)TSy]X5 l ^]-2-(1H- J r h^V— JU- 

HWJi o (|^^4H^tKo^>-^x^i^W7S/]if^]-^(5-x;i,77-;i/ 
-iH-i.2.4-h'J7V*— ;u-3-<;u)P^T— "J K 

1 (R)-2-(2-7Sy5 1 Ty— JU-4-OU)-4'-[2-[(2-L Kn^v-2-37x=JUX5\>U)7 
= y]x^;u]-2-^V^7-U K 2^i& 

2 W-t©-7 5 / -1, 2, Wi?7 4 /-;irH;i/)-4'-[M(M: Ka4r*>Wi- 
;UX^;b)7 = y]x^u]^7-'J K 2l£M^ 
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-2-7i-;nwW75y]if;HSHJ7-'J K 2%fift£ 

HWJ 1 5 (R)-2-(2->7 □ □ tf 1 J S/^-G-OUM" -[2-[(2- 1 KP^rV-2-37 x^/UX^U) T £ 

y]x^u]@t@£T-U K 

HMtfiJ 1 7 (RM' -[2-[(2-t Kp^->-2-7 x— ;ux^;u) T £ J ]X^U]-2-[1-(2-->< 
^p^^;u)-iH--r = ^v— ;u-2-^;u]fffStT-'J K 2tM®|i& 

HflEfliJ 1 8 (R)-2-(1-^>vJ^-1H-^ £ *V— ^U)-4" ~[2-[C2-fc KP^ri>-2-^.x^ZU 
HffiEtfiJl 9 (R)-2-[1-(2-<7 PPK>v?;U)-1H->T £# V"— r;U]-4'-[2-[(2-t h*P4v-2- 

7i-;nf;W 757] x^;u]Ifg£T- U K 2i£g£J& 

Hli60l]2 O (R)-2-[1-(3-^ P P^>v;U)-1H--< 5 £V— ;U-4~< ;H-4'-[2-[(2-t KP^rv-2- 
37x-;ux^u)TSy]x^;HraT-'J K 2i£g£& 

H»J2 1 (R)^[1-(4-^ □ p^>y;u)-iH-< 5 ^ v"- ;i^4--OkM , -[2-[(2-t: Kp^>-2- 
7i-JHf-JW7H> / ]l^l']^7- l J K 2i£i£i£ 

Hifc#j2 2 (R)-2-[i-(4-^;u^-p^>^;u)-ih-< s yv"HkH;H-4'-[H^t Kp^fv 
^7i-^xf ;w 7 sy ] ;Hiti7- U K 2i£g£t& 

HJS0IJ2 3 (R)-2-[1-(4-<7 P D'Oi?JU)-1HH' 5 ;U-2->T ;U]-4'-[2-[(2-t KP^>2- 

37 x - ;ux^ju) 7 = y] x^;u] Hf®!7- 'J K 2i«i& 

-§gm\2. 4 (R)-Ml-(4-:?P ; E'<>v;U)-1H->f 5 y V— ;U-2-<;U]-4 , -[2-[(2-t KP^rV-2- 
7i-;H^W75y]x^U]i^7-'J K 2fi&£ 

H»J2 5 (R)^'-[2-[(2-t KP4v-2-7x-^xf;W7 5/ ]X^U]-2-[1-(4-3— 

H»|2 6 <RM" -[2-[(2-fc KP+V-2-7i-;i/X^U) T 5 / ]X^;U]-2-[1-(4- H 'J 

^-p * ^;ix<> v;u)-iH->f a 2* v*— ;u-2~f ;u)^T— 'J K 2it®*i& 

HHS0IJ2 7 (R)-4'-[2-[(2-t KP^i>-2-37x^;i,X^;U)TSy3x^U]-2-[1-(2-^-7^ 

;u)-ih-< = V V— ;u-2-f ;u] fE§£7- 'J K 2i£i&£ 
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mMM2. 8 (R)-2-[1-(4-^;U^-P'<>S/;U)-5->^;U-1H-f 5*V— ;U-2--f JU]-4'-[2-[(2-t 

x^i^x^; W 7 5 y ] if ji,]^7 - 'J K 2i£^i& 
IU£#J2 9 (R) -2- [1 - (4- ^ p ^ > u) ^- > ^ ; 1^1 K-r = y v*—; u-2-f ; u] -4' - [2- [ (2- 1 

Hj£0ij3 o (R)-2-[i-(4-37;u^-p^<>v;u)-itt-f h ^ v — ; u-W ; -4' - [2- [ (2- 1 Kp+v 
^7i-^xf ;w 7 S y ]xf ;b]f^7-U K iMW& 

m&M3 1 (R)-2-[2-(3. 4-V-7 P P^>i?jU)-1H-f V— ;i/-5-f ;UM'-[2-[(2-t KP^r 
HJ£0IJ3 2 (R) -2- [2- (4-37 ; P is) V) -1 H-T h =J V*— JU-W JU]~4' -[2-[ (2- 1 KP+V 

-2-37 x - ;uxt;W 7sy] x^jHPS7- U K 

3 (R)-2-[1-(3.4-v^7 P PK>vMU)-1hHr V— ;U-5--< ;U]-4'-[2-[(2-t KP^r 
v-2-37 x— ;ux^=-;u) 757] ^-J- )\AW?W7 — 'J K 
H»J3 4 

(R)-M-[2-[4-[2- dH-1 . z 4- MJ7 7— ;u-3->f ;u) 7-tzf ;ur -;u] X^jH-N-(2- 1 

KP^rv-2-37x^;Un:^;i/)^);U\S>^ t-3^JUXX^JH75mgCQ> 3 7 — >»U5mlCD^^|C v 
4N^-fb7K^P^T;U^4mi^Jjn^fro ;M^£m;£T:3B#P a W#L7^L Tm&m&U 
^^fc^^x^y-;uT3fe^LT--o #b^Ltrl»^^^Lr(R)-4 , -[2-[(2-t Kp*->-2- 
■7 x — ;ixX5=-;u) 7 = /] x-^-ju] -2- (th-1 .2.4-HJ7 — ;u-3— < ju) B£i£7— 'J K 2^^ 

mmm 3 4t mm- Lxmmm 3 5 nm* o (Dit^^mtz 0 

HJ£^J3 5 (R)-2-(5-^>v;UX;U37T— ;i^-1H-1,2,4- h l J7V-Jk3-'f JUM' -[2-[(2-fc K 

H»|3 6 (R)-2-(2-7"fe$ S Kf-7V* — Jls-4—4 ;U)-4' -[2-[(2-t KO^r^^i-^Xf 
^)7Sy]xf^]^7-'J K 

HS(E^J3 7 (R)-4'-[2-[(2-t KP^>-2-37x^;UX^Jl,)TSy]X^;U]-2-(2->^>X;U 

37^->ra Kf 77- f Mwrnr-*) K tlMm 

3IS£0)]3 8 (R)^^7*7- v/ f 7 VHHt-'f -^[(2-t Ka^v^2-3? x-JUX^ 

;W7?y]x^]|^7-U k 2imm. 

mfaM39 (R)^'-[2-[(2-t KP ^r^-2-37 x -;UX^;U) 7S7] X^jl/|-2- (2-3? x^JUT 5 

yf7v-JiM--f;i/)Kl7-'J K 
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HJfc0ij4 0 (RM'-[2-[(2-fc i-;i/Xf ;w 75/] if ;b]-2-[i-(4-_ HO^. 

(R)-N-[2-[4-[2-(2-7 5 y f7 V" — )\^~A-^ T~\l h7 = /]7x^]Xf KP 
^v-2-3?xXjU)X^U];b;U\S >g£ t-3?>;HX^JU69Qi€lC^ ^ ;U30nl <i:4Ni^b7K 

^ A>7 P "7 F V=7 U — (Mihm : 7K/> £ / — ;U=2/1) U (R)-2- (2-T 5/^7 V"— JU- 
4—OW-4 , -[2-(2-fc KP4^7x-;Hf;i/)7S/]If;HP®!7- 'J K 2^Jg31Qng 

H»J 4 1 <!: [5]^[z LTHWJ 4 2 TbS 5 7 <7Mb£!$l£f#f- 0 
Hfl£0lj4 2 (RM'-[2-[(2-t K n*is-2-? x ~ JLX^JU) 75/] X^;U]-(2-7 5 7 =f-T^J— 

H]6te0"j4 3 (R)-2-(2-THy-5-/f J^7V- ;U-4--f ;UM'-[2-[(2-t KP^F->-2-37x ~ ;U 
x^u) T 5 /±x^;u] Hf5£7- U K 2i£|£i£ 

H»] 4 4 (R)-2-(2-T £ J f7 V*— JU-4-f ;U)-2-/ ^;i^4' -[2-[(2- 1 Kp3^>-2-? x —)V 
x^;u) 7S/] x^;u] ?p t°^->I$T- U K Ilia 

H»J4 5 (RM'-[2-[(2-L KP^r^>-2-3'x^;UX^U)TSy]X^U]-(2-TS/- 

4.5.6, 7-T- h^fc KP^^V'f TV*— -/U-4— T^)*^>@tT— U K 2i£j^ 

H»J46 (R)-4'-[2-[(2-t KP^>-2-^x^;ux^;u)T5y]x^;u]-2-(-r =£*7~[2,1- 

H»J4 7 (R)-2-(2-^>^L-1H-1. 2. 4- h 'J T V" — J < J U) -4' -[2-[(2-L KP^Wx 
-jHfib)75/]if^]Wi7-U K ttifitt 

H»J48 (^-2-(1-^>v;i^1H-1.2.4-HUTV*— ;^-3--r;U)-4'-[2-[(2-t KP+*>^i 
-;ux^;u) 7- H / ] if^]f^i7- U K %m 

H»J4 9 (R)-2-(3-K>vJL^2-^^Vf TV"->'LM-'f'^)-4'-[2-[(2-t KP^V-2-37x 
z;nf;W7S/]xfil/]iM7-U K i&^t& 

H»J5 0 (R)-4'-[2-[(2-t K x-;i/Xf ;W 7 5 / ]Xf jl/]-(5, 6. 7. 8-f h7 1 

HJj£#j5 1 (R)-4'-[2-[(2-t KP^">-2-77xnjUX^U)7Sy]X^U]-2-(1-37x^.;L^1H- 
= 2V— ;u-2->r ;u)^T- 'J K 2i£®ti& 
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5 2 (R)-4' -[2-[(2- 1 h'n*i^7iz;Hf^) 7?/] X^U]-2-[1-(W V^"P 

3Ui£$J5 3 <RM'-[M<2-fc Ko^>^x^Hf;W7H/]lf;i/]-2-[1-(4-7xZ.;b 

3UtS#]5 4 (R)-2-[1-{2-^7 □ □^>v;U)-1H--f S^'V— ;U-2— T;H-4'-[2-[(2-t KP^rV-2- 

HS£#J5 5 (R)-2-[1-(3-^7 P p/<>i/;U)-1H-f 5 V*— ;b"2--l' ;U]-4' -[2-[(2- 1 KP^V-2- 
7x-;U^U)75y]XfJHi^7-'J K 2i£S£i£ 

5 6 (R)-2-[1-(3, 4-is<7 P P^>vJU)-1H--< S £V— )\s-2-* ( JU]-4" -[2-[(2-t KP+ 
y-2-7x ~;H^JW 7 S 7 ]If JHSi7- 'J K 2^^ 

5 7 (R)-4' -[2-[(2-t KP^7i=JHfJW 7 £ ^ ]X^JU]-2-[1-(2-t: U vJU) 
* f/Hft-^ = yv-JkM ;u] g^7- U K 2i&g£i& 

HWJ 1 t Ptfff ~ LTH»J 5 8 (nit-gty&mtzo 
mtfeMs 8 (R)-H2-7sy tfu ^>-6->OUM , -[2-[(2-t: Ka+v-^ x - ;ux^;u) 7 s 

H»J5 9 

(R)-N-[2-[4-[[2-(2-T £ ^ ^7 V'— ;U-4~f ^)-mV7tf/H7 5 ^ ] ^ x^;U]X^ 

ji/)-N-(2-t: KP^ri>-2-^xz:;ux^;u)*;u\H >M t-^f;i/xxf;w)> $ y — ;u30mi?g 

V (R)-2-(2-7 £ y 7— f ;U)-2-t F'P^rW-^[^t h'O+^i-^Xf 
jW7Sy]x^u]KH7-'J K i£MiS77mg£t#*i„ 
H«]6 0 

(R)-N-[2-[4-[[2-(2-'<>v;U^vt 0 'J S?>-6-<;W 7W]75/]7i-;i']xf^- 

N-(2-t KP^>^x-jnf;i/)*ji//\s>i t-?^;uxx^;u34&Tigi::^>£y^u 
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p*;uA/y $ y — ;u=io/i— 5/D icrmig Lfco » fctifcBSS&Dx* y — ;u5Sjaiz4Nft^b7K 

»X?JI/C?it£a'**<5-£l-<fc y (R)-2-(2-^<>v;U7|-^ri>t 0| J v>>-6~Ol/)-4 , -[2-[(2-fc K 

^7 1 - Jl/Xf J W 75/] ifJHPl7 - 'J K tSK*S6&ng^»f= 0 
Hifc#>]1 <!:ll*£l::LTll»J6 1 75M7 6. 8 37!jS8 5 0Mfr&tt£» ^fifefflK 1 £H»(= 
LTH»J7 77!jM8 2<7Mb£&£^ft-?*l»fc. 

HJ5S01J6 1 (R)-4'-[2-[(2-t h*P^r->-2-7i— ;ux^;u)T5y]x^u]-2-C2-^5=-;i/^p bf 

Sl»J6 2 (R)-2-[i-(2-^;u^-p^>v;w-i^-f 5 *v— ;u-2— r;u]-4'-[2-[(2-t kp*~> 

-2-37 x - ;ux^;u) 7S/] x^;u]fFg£7- U K 2iMg£i& 

H»J6 3 (R)-2-[1-(3-37;U^-0^<> vW-IH-f 5 -[2-[(2-t KP**> 
-2-7 x -JUX^JU) 75/] X^MHHf&T- U K 2i£g£i& 

4 (R)-2-[1-(2. 4-v^;u^-p^.> v;U)-1H-f 5 ^V*-JkM;W-4' -[2-[(2-fc KP 
+ v-2-7 1 -JHf ib) 7 5 / ] Xf ;HPi7- 'J K 2i£I£i& 

H^^l]6 5 (R)-2-[l-a6-v^U^-P^>v;U)-1H— ( = £V— JU-2-*f M~4' -[2-[(2-t KP 
^y^7i-JHf;i)75 / ]x^JU]M7- 'J K 2figg& 

H»J6 6 (R)-2-[1-(3,5-v37;U^-P^>v;U)-1tt--r 5 ^v-ju-MJb]-4'-^[(2-t Kp 
3rv-2-yx^;ux^ju)7 5y]x^;HPit7- l J K 2i£M& 

H»]6 7 (R)-2-[i-(2,5-v37;u^-p/<>^;u)-ii+-r 5 9*7— ;u-2--f;u]-4 , -[2-[(2-t KP 

Jriy-^x^bx^WTSylx^UlSlF^T-U K 2J&g|i£ 

HWJ6 8 (R)-2-[i-(3, 4-v37;u^-pK>v>;u)-iH->r 5 y V'— ju-2— r ;H-4' -[2-[(2-t KP 
dFv-2-7x^;ux^;u)Tsy]x^u]fF^T-U K 2t%mk 

mS&M6 9 (R)-4* -[2-[(2-t KP^Fv-2-37 z^H^U) 7 5 y ]X^;kh2-[1-(2. 3. 6- HJ 

37;U7j-p^Ov;w-iH--r 5^;- ;u-2-f;u]P@£7— U K 2J£g£J& 

HJg^J 7 0 <RM' -[2-[ (2- 1 K P ^ri>-2-37 x -JUX^U) 75/] XT;U]-2-[1- (2. 4. 5- h U 

p K>v?;u)-lH--f 5 *V— JU-2--T ;u]BKT- 'J K 2i£i£i£ 
3lfi£#]7 1 (R)-4'-[2-[(2-t h'n+*>«i-;Hf JW75/]Xf ^[1-(14,5- h 'J 
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mtfeffl7 2 (R)-^'-[2-[(2-t KP^r^>-2-37x^;UJl^;U)TSy]X^;U]-2-Cl-(2,3.4.5.6-^ 

5gfi£$j7 3 (R)^'-[2-[(2-t KP^ry-^i-JH^I/)75 ^ ]X^U]-2-[1-(3-3— 

HJfctfl] 7 4 (R)-2-[1-(2. □ PK>v?;U)-1H-r = ^ V*— ;U-2-*f Jl/R' -[2-[(2-t KP* 

HJg^j7 5 -(ro^[i-(4-v7y^>v^)-iMs^ % /-;u-M;bH-[^[^t kp^v-2- 

7i-JHfJW75/]I^]»-U K 2i£g£i& 

|g»]7 6 (R)-4'-[2-[(2-t KO^r ^7 i-JbXf 7 H ^ ] Xf »J >-2- 

^jw-iH-fs^/— ;u-2--r;u]^T— U K 3&g!& 

1 7 (R)-2-[1-(2-<7 P P-€-^;U^-P^>vJU)-1H-^ 5 ^V- JU-2— f ;U]-4' -[2-[(2-t 
KP^r v-2-3> i"JHfJW75y] x^J H PStT— U K 

!©5£0<j7 8 □ n-4-7J^n / <>i/Ji/)-iiK 5 yv-^'f ;i/]-4'-&-[(M: 

Kp v-2-^ i _;uxf;w T^y] x^;u]P^T— U K 

3§jjS0iJ 7 9 (R)-2-[1-(2, P P-O^U)-1H--f 5 *V— JU-2— f ;kM' -[2-[(2-fc KP^r 
->-2-^ x - ;ux^;u) 7H7] x^p;u] ^T- U K 2i£I£i& 

H»j8 0 (RM'-[2-[(2-fc KP^r->-2-37x^;UX^;U)TSy]X^H-2-[1-(2,3.4-hU 
H«]8 1 (R)^-[2-[(2-t KP*y-2-7i-;HfJI/)75;]Xf;b]-2-[1-(4-> h**> 

±i;U7H-;u^.>v;u)-iH->r s*V— ;u-2— OimWT-') K 2ig®im 

Hffi50)]8 2 (R)-4'-[2-[(2-t KP^^^ xz;i,X^W 7 S y ]X^H^[1-[(t°^ 'J v> 

HJ&5IJ8 3 (RM'-[2-[(2-fc: KP^F^7 i-;i/X^U) 7 5 y ] XfJb]-2-(1-t 7^/ 'J ^) 

H»]8 4 (R)^ , -[2-[(2-t h*n*'>2"7i-;i/Xf ;i/)7 5 y]Xf 1> 'J7 

H»J8 5 (R)-2-(2-TSy 'OX-r s#V— jn-oi/M'-IMfc-t: KP+v-^i-;i/ 
x^;u) 7Hy] x^jH^T- 'J K 2ig^i& 
HJ£#J8 6 

4'-[2-[N-e<>v?;u)-N-(2-t KP^->-2-37x^;ux^;u)Tsy]x^u]-2-(2-t 0, J v?;u)Hf 
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g£T— < J K20. lg<D* £ J — ; WOOml ;"^;"^l~10%/ \5- ^^it-tf&SS. 96g£ttl*.7io J5J&;&££?£1± 

f#t>*Lfc38iai<Z» £ ^ — ;i/^lw4N*-(b7K3ft-»Kx^ujSjftia 8ml £Jjq*.. j§*I£;$I±Tg 
Kn^Wx_;nf^)7 5 y ]x^;u]-2-(2-t°'j v;u)^T-'J K 

HJ£0)J 86t MHz LTHJS^J 8 7 TbS 9 O (7Mb^j£f#fc 0 

7 (R)-4'-[2-[(2-t KP^ri>-2-^x^i;ux^;u)7sy]x^;u3-2-(3-t 0 gv;WP 
KT-U K 

H»J8 9 (R)-4'-C2-[(2-t KP^y-^J-JUf^TS/llf^-S-e-tf'Ji/J^ 
□ e^HT-'J K &&& 

§US#IJ 9 0 (R)-4'-[2-[(2-t KO ^y-^ x —JVJL^jU) 75/] X^;U]-2-[1- (2-3> x —)V 

x^jio-ifW ==$V— ;i^-2--ou]IW7':=. , J K 2i£i£i& 
IU£0>J9i 

(R)-2-(1H-^<>Xy i^V"- ;U-2—<;U)-4 , -[4-C2-[N-^>v;U-N-(2-t Kn^V-2-7i-Jl/ 
Ifj|,)7=y]lfJl/]7i-;U]ii7- U K240rrg$X^y— ;U30nl|-^L. 10%/\^ 

A-m*i7Qng^^nx.. ftETKatSfflfRT* 9^fHfflH*Lfco iSJ«£3«fflB£L 

t^i^x^ y — ^u-wKx^uTafe^-r - 1 iz«fc y . (R)-2-dtt-^>xy = y ;i^2-f 

;uM'-[HC2-fc Kp^^7 i-;ixf ;W 7 5 y ]if JHKi7- U K 20ang£?#fc o 

H«] 86t Lt»l 9 2 9 3 (DitSVnZmtzo 
HJ&0IJ9 2 (R)-4'-[2-[(2-t KP^>-2-^x^;UX^U)TSy]X^jU]-2-(3->^;Ut°U *J 

Hj5£f?IJ9 3 (RM'-[2-[(2-t KP^v-2-7x^JHf ;W 7 5 y ]Xf jl/]^^t 7 
H^T-M K 

(R)-4- -[ 4 -[2-[|^-(K> v;u)-N-(2- 1 Ko+v-2-7x-;i,X^) 7 5 y]lfjl/]7i-;b]- 

2-d-^.> vji^iH--f = ^y-ju-M ;u) Stl£7— u K35Qng£x$ y — ;u2Qni \zmM U 10%/ * 
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m^j^m^280fxi^mxtz o m.&toizzsmt&tnz.xwhL* ^shjeb^l-cw-z-ci- 

v; H-r s ^ v"—; u-2-o uM' - [2- [ (2- t ;ux^;L,)-7ay]x^;u] 

njfE^i 9 1 1 mmiz L-zmifcM 95^97 cxt-swi^ mi&W9 4 £ l-c^6£«>j 9 
8 1 o o (Dit-gyaz. h»j s6t mm^ lth»j 99. 101 1 0 3 (Dit^MZ 

HJ£0|J9 6 (R)-4'-[2-[(2-t Kn+v-^x-^x^u)? 5 y ]if ;i/]^C5-> f ;u-2-t° 

HJS0IJ9 7 (R)-4'-[2-[(2-t Kn J P^7x_;n : f ;W 7 5 y ]ifju]^(6-y ^;^t° 

HS60IJ9 8 4'-[(R)-2-[((R)-2-t h'n+v-^i-iHf^75/]7"n tf;U]-2-(2-t: 'J v 

H»J9 9 4'-[(S)-2-[((R)-2-t Ko^v-2-7i-;UXf ;W7S/]7 , a t c ;H-2-(2-t°'J v 

H»J i o o 2-(i^<>i/;nH-f = £V— ;u-2--ouM' -C(S)-2-[((R)-2-t Kp^-^>-2-^x 
-;n^;u) 7 = y]7'D tMStStF- U K 

H!60iji o i 4'-[2-[[2-t K p v-2-e-7;i/t n 7 xf ;H7 ; y ] if 

0 2 4"-[2-[[2-t Ka+v-H3-7^P7x^l/)Xfil/]75y]xf;b]^^t° 

HJte^Ji 03 4--[2-[[2-t KP^rv-2-(4-^;u^-p^x-;u)if;u]Tsy]x^u]-2-C2-t° 

mt&wi 04 

4'-v7/^f^2-^t°U 5v-Jb)il7- 'J KaO&ngCD-r h^t KP^^>30ml^lZ^ 

imKT4H#niffli#LfcflL 3s§4fc£-tr^-r h£ffll^TP££U JSWE^B^Lfco 
3llc2-^o/<y— ;uank (R)-xf K300ne. * $ s — JU2mi ^liS^Jdjn^fco J5Jfo"E 
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1 □ n*;uA/0< £ y — ;u=io/D icrmiS Ltz 0 %h*iiz$%3k<D* $ y — ;u^|34N^ 

$ j —jU-Pi^x^UTIiSJUb LfcSL x$ y —)\^isJLl-)\,3L—T-)UzXWfe&Ct& Z <h Iwe): 
iJ(R)-4'-[H(M: KPdry-^ i-JHWW 7 5 ^ ] xf J^^^'J Hv>-;u)H&7— 

H«Jl 0 4ctl^l4il^L-Cll]!i£^Jl 0 5ftMl 0 8«M, H»J9 1 i:p]|$lcLTSI 

»J 1 O 9 <D*b£%£l&fco 

HJfi^iji o 5 (R)-4'-[2-[(2-t 1 -;nf Ji/) 7 s / ] if ;H-2-^y 

HJS^Jl 06 (R^'-[H^tKP^^(Hnn7i-;b)ifiW75y]ifJl/]-2-(2- 

t° 'J v;U) PUT- 'J K 

o 7 4'-[2-[[2-t KP^v-2-(3-t 0| J v;u) x^u]7 H y ]x^;u]-2-(2-t° U i?;w 

mS&M 1 O 8 (R)-2-[1-(4-^7 P P^.>v?;U)-1H-^.>X< S ^ V — ) 1/-2— f J U] -4' - [2- [ (2- 1 K 
P^7i-;Hfib)7;/]xfJ«l7-'J K 2i£i&M 

O 9 (R)-2-(4,6-v?y ^;U-2-t°U v?;U)-4' -[2-[(2-t RP^->-2-3> x^UX^U) 7 
5/]xf«7-'JK 
H»J1 i o 

4'-(3-7Sy ^P t°;i,)-2-(2-t 0| J^;U)ilFMT-U KI^2-^P/\V— jHQnU (R)-X^U>^ 
^•v K600mg^llS^D^fco SJ^;g^^4B#r B W^l;5StLyi^ j§&&£g£Lfc 0 El^v'J 
*^M7A7Q7 h7*7 7>f — Gttti;^;^ PO^bA/^ $ / — JU=30/1— 

btLfc^(D^ £ y — ;u^lz4Nt^b7K^-^x^JU"t;^ioo^ l £flQ*.. ;£$££MI±T® 
SLtco ff^ftfdlMJI^xSy — jkvifJl/X- ^UzTH^-T^Zir^d; y (R)-4'-[3- 
[(2-t KP^v-2-37x^;ux^u)Tsy]^ , Pt°;u]-2-(2-t° , j v;u)^t-U R 

H»J1 1 1 

M-[2-[4-[[2-(2- 1° 'J v;u) ;H 7H/]7iy «>] x^u] *i;u/ \ 5 >l£ t-3?f ;bxx 
^;U3. 62g(D/- $ y — ;U3Qnl ^;^lz4^b7k^^I£x^;U;g;£50ml ^:1m7Ltz 0 
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;i,$S$»>.sani£Jjn*.* JSaES3fiETS*Lfc« »$>*lfcffl*£a£* * y-;u-x£ y-;ufrt> 

WSNW -5 - <t y . (RM* -[2-[ (2- 1 K P ^rV-2-3? x^UX^U) 7S/]l h*S/]-2-<2- 
SttRl 1 2 

N-Cl. ^U-2-[4-[[2-(2- tf 'J Tiz^U] 75^] 7 x=.;u]x^/u] ±j;u/\'h 
?afc«fct/»t»* 'J OA^JO^.. pH£SK|12i: Lfc. f#t>*Lf::7KJf □ Q7t>;UA. f h7tKP 

^^>(D;s^^Taai Ltco #w$^«fflr7^i/^ATse»Lattrr*zi:r=«fc y*# 

*otltzS£&&2ryn/iS — jU2mL y S y — ;U2m! iCjffi? U (R)-X^ U>^|-^v/ Kl20ng£}JO*. 

^ A<7 p v h ^ 77 — GgUJifc ; ^ p p ;t<;uA/y £ y — ;u=30/i —5/1 ) -effigy y £ y — ;u 
v 1 J -htfiV-h^lxl P"? 37 -f — G#tiii&; 2 □ n^uA/y £ y — ;i>=5/D £>cfcl>*3£t§7b ^ 

A^ p v k y ^ ^ — estBja ; 7K/y ^ y — ;u=2/i-»i /1 ) i z-c»sw-5 - 1 1 y . CRM' - 

C2.2-vy^;u-2-[<2-t KP^v-2-37x^;ux^/u)Tsy]x^;H-2-(2-t 0, J £/ju)W8r7— 

|g6£^ 113 (R) -1-[4-[2-[ (2- 1 K P ^r->-2-37 x ~ ;UX^>U) 757] X^;H 37 x -;H-3- 
(2-t°'Jv;U)^ 2^^ 

KIT, ai lz##19Hb^CD^i^b^6<Jl4^^. g 2 izH^Wb^O^S^b^Wttt^^^ 

Rex. : ##^JS#. Ex. : £ffiMH§>« DATA: BBJUbWJttflU N M R : tm£& 
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dec: MS (m/z) : SJSfltfrffi (m/z) „ Structure: $Iiti£ 



«1 



Rex. 


DATA 


■ 


NMR (CDCI31 5- 275(1 H ddJ=1 24, 8.8Hz), 285-3.04(5H,m), 4.70(1 H,dcW=8.8, 3.7Hz), 724-7.40(7H,m), ai 
0320(2H,m) 




NMR (CDCft) 5- 1 44(9H s) 2 75^.10(2H,m),320<3.70(4H/n) ! 4.93(^^,725-7.40(^,171), 8.14(2H,d ( J=a4 
Hz) 


o 


NMR OXM 5' 1 47(9Hs) 255-280(2H,m), 320-3.40(2H,m), 3.45<3.65(2H,m), 4.87(1 H,m), 6.57-6.65(2H,m 
), 633-7.04(2H,m), 725-7.40(5H,m) 


yi 
*+ 


NMR fCDCft) 8- 1 47(9Hs) 262-2.93(2H m), 3.1 4-358(4H,m), 435(1 Hbrs), 430(1 HJx), 7.06-7.40(7H/n), 7. 
45-750(1 Km), 7.67-7.72(2H,m), 7.90(1 H,dU=20, 8.0Hz), 8256.31 (1 H,m), 8.58-8.63(1 Km), 9.98(1 H,brs) 




NMR (CDCft* 8- 1 49(9H^ 264-290(2H JTl). 3.1 6-3.60(4H,m), 438(1 Hiss), 4.91 (1 H,brt, 7.1 0-7.42(7H/n), 7. 
55(1 H,dd,J=8.0, 4.4Hz), 7.74(1 H,U=&0Hz), 7.77-7.84(2H,m), 8.01 (1 H,cU=8.0, 1 2Hz), 834(1 H,cU=8.4, 1 .6Hz 
\ RQfi/1 H.d. J=7.6. 1 .6Hz). 9.02M H.d J=4.4. 20Hz), 1 3.61 (1 H,brs) 


6 


NMR (CD03) 5: 1 .47(9H,s), 260-280(2H,m), 3.1 53.55(4H,m), 3.78(2Hs), 4.36(1 Kbis), 432-4.94(1 H,m), 5.1 
fV?H sJ R9?-6S9<2H.rrrt. 7.00-7.1 3(5H.m). 725-7.38(6H,m), 7.42-7.48(2H,m), 10.34(1H,bfS) 


7 


NMR (CDQ3) 5: 256-294(6H,m), 3.40<3.65(2H,m), 3.80(1 H,iDrs), 335(1 H,d,1 3.6Hz), 4.62(1 H,dcU=10.0, 32H 
z), 657-6.66(2H,m), 6.87-6.98(2H,m), 720-7.37(1 OH.m) 


8 


NMR (CDCt3) S: 2.40(3H5), 254-3.00(6H,m), 357(1 KcU=ia6Hz), 3.88(2H,s), 3.95(1 H,d^=13.6Hz). 4.62(1 H 
,dcU=10.4, 3.6Hz), 7.00-7.75(1 6H.m), 8.44(1 H,d^J=4.4Hz), 9.66(1 H,btS) 


9 


NMR (CDCt3) 8: 238-265(1 H,m), 2753.00(5H,m), 339(1 H,d^J=1 32Hz), 3.95(1 H,dJ=1 32Hz), 5.01 (1 H.dcU 
=10.0, 32Hz), 6.97-7.03(1H^n), 7.12-735(9H,m), 7.48-736(1 H,m), 8.043.13(2H,m) 


10 


NMR (CDCG) 8: 3.70(2Ks), 3.88(2H,s). 723-7.32(4H/n), 7.54-7.62(2Hjn), 7.71 (1 H,dU=7.6, 1 .6Hz), 8.63(1H, 
d), 10.04(1 H,bis) 


11 


NMR (CDCQ) 8: 226(3H,s), 239(3H^, 237(2H,U=72Hz), 272(2H.U=72Hz), 3.72<2H,s), 635(1 H^), 7.01 (1 
H,S), 7.1 1 (2H,d J=8.8Hz), 7.51 (2H.cU=8.8Hz), 1 0.17(1 H^) 


12 


NMR 8: 232(3H,s), 241 (3H^), 2903.19(6H,m), 3.75(2Hs), 4.01 (2H,s), 4.89(1 H,dU=7.6, 32Hz), 6.99-7.71 (16 
H,m), 1026(1 H,s) 
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ai2 



Ex. 


DATA 


I 


mp : 223-225°C. NMR 8: 25S328(6Hm), 458-5.07(1 H,m) f 7.23-7.44(6H T m), 7.65-7.75(1 Km), 7.88(2H,cU= 
8.4Hz), 8.05£.22<2H,m), 8.75(1 H,d J=4.4Hz), 857(1 Hbrs), 9.43(1 Hbrs), 10.65(1 Hbrs) 


2 


op : 263-26^0. NMR 5: 232-3.1 0<3H,m), 3.1 3<327(3H,m), 5.00(1 H,dctJ=1 OA 2£Hz), 7247.44(8H,m), 7.7 
4-7ftinHml 857i1HdJ=8.0Hzi 881-896(2Hm) 9.20-9.30(2H,m), 10.71 (1 H£rs) 


3 


mp : 145-147°a NMR 5: 2543.10(3H,m), ai4-330(3Hm), 457-5.05(1 Hm), 727-7.46(7Hjti), 7.77-750(4 
Hm>, 830(1 H,dcU=8.4, 1 .6Hz), 8608.71 (2Hjm), 8.89(1 Hbrs), 9.1 0-930(2H,m), 13.12(1Hbrs) 


4 


mf-> • O/iK-O/io 0 ^ Wort MMP R- 9 nariM m\ ^ 1 1 -3 9fi£3H rrrt 501(1HddJ=104 28Hz) 724<2H.<U=8 
4Hz), 7.29-7.47(6H,m), 75&7.75(4H,m), 7.85(1 H<AJ=8.0Hz), 8.1 1 (1 H,W=7.6Hz), a73(1 H,cU=4.4Hz), 852(1 
Hbrs), 9.32(1 H,brs), 10.69(1 Hbrs) 


r~ 

o 


mn • ooQ_OQ^°n ^ MMP /v 9 ranw m\ °. tfV3 94HH rn\ 4 3fV2H-S^ 453-5 01 ft H rrti 61 9(1 H dLJ= 
qpi.i-.v 7iR.7?7/PHm^ 7 98-7 53f7H rrfl 7 57-7 62(2H rrrt 7 97(1 H dJ=7 6HA 8.08(1 HdJ=8.0Hz), 8£3(1 H 
,brs).9.1 1(1H,brs), 1057(1Hbrs) 


o 


mn • 1 fil -1 RFC NMR S: 2i3&3_24/6Hml 424f2Rs} 4570 H ddJ=9.6. 23Hz), 7.1 6-723(2Hm), 727-7.44( 
5H/n), 755(1 H^), 7.61 (2H,cU=8.4Hz), 7j35(1 H^). 827(1 H,d,J=24Hz), 857(1 H,bfS), 9.47(1 HJbr^, 1054(1 H, 


7 


NMR 5: 270(3KS), 28&327(6H/n), 3^5<2Ks), 5.005.05(1 H,m), 7.18-7.eO(10H^n), 10.43(1 H^) 


8 


mp : 203-207°a NMR 5: 292-3.08(3Hjn), 3.1 CW22(3H/Tl), 428(2H^), 5.01 (1 HAJ=75H2), 621 (1 Hbrs), 7. 
rt l-o qMy> 7 os.7 R3/4H H hrs^ 9^38rt H±isi 1 0 86(1 Hs) 


9 


mp : 259-261 °C, NMR 8: 2503.1 OPHm), 3.10325(3H,m), 4.1 5(2H t s), 4.97(1 H,ctJ=1 0.8Hz), 620(1 KcU=3 
ql*7\ 7 91/ouh URRH7^ 7 ^7 49fSH rrri 7 S7^H dJ=8 SHzi 8 85HH bfS). 9.1 4(1 Hbrs), 1058(1 Hs) 


10 


mp : 210-213°a NMR 6: 2860.08(3H/n), ai2<322(3H,m), 3.73(2H^), 451 -4.98(1 H,m), ai9(1K<U=35Hz 
\ 701/0HH l=R^H7^ 75q.742f5Hrn^ 7 54f2H dJ=83Hzi 8 78(1 HJxs), 859(1 Hi3rs), 1035(1 Hs), 1321(1 H 
Jdts),1 334(1 HJas) 


11 


mp : 205-21 0°C (dec). NMR 5: 250325(6H/n), 455-5.04(1 H/n), 723-7.44(7H/n), 7.67-7.75(2H/n), 815(1 


12 


mp : 244246°C, NMR 6: 2503.08(3H/n), 3.1 oa20(3H,m), 3.67(2H,s), 5.00(1 H,dd^J=24,10.02Hz), 7.1 9^H 
lt U=83Hz), 728-7.42(5H^n), 757<2H,dJ=83H2i, 8S0(1H3), 931 (1Ks), 1031 (1H^) 


13 


. or\e nAO°r MK/iD 1 077014 * I-7 -i lujA o poo rw/QLj m \ ^ 1 0SK 9pr^H m\ 3 4 97(2H a J J=7 1 
mp ; *iUb-#^Uo NMri o. 1 ud/ \prl t VJ=/. 1 nz;, ^ocro.uo^ofi T j i y, o. i ^-^-)-^-\*->» » ? ' ■ y» u.au\£.i 1,07, t^./ i,*-fyw>— * • 1 

Hz), 4.96(1 H,d < J=83Hz), 620(1 H^), 7.19(^^.31^), 7.30-7.42(5H,m), 757(2H,d J=83Hz), 8.81 (1 H^), 9. 

10(1H,S), 1033(1 H^), 1253(1H.S) 


14 


3Hz), 723-7.42(8H,m), 7£9(2H,dJ=83Hz), 7.72-7.78(1 H/n), 8.85(1 H^), 9.1 8(1 H^rs), 1 024(1 Hbrs), 1055(1 
Hs) 


■4 r- 

15 


o/iQ_oc;i 0 r^ MMP ^* 9 ctl^ f\RnW m^ ^fMPinHm\ Q Rft/9H^ 5 02H H ddJ=1 0 0 Z4Hz) 620(1H. 
brs), 7.1 6-722(2H/n), 728-7.46(7H^i), 757-7.63<2H/n), 7.84(1 H,U=72Hz), 855(1 Hbrs), 9.40(1 Hbrs), 10.48 
flHbrs) 


lb 


(1 HcU=8.0Hz), 659(1 H,CU=72HZ), 7.1 6-722(2H^n), 725-7.46(1 OH/n), 757-7.63(2H^), 7.67(1 H,dcU=a4, 7 
2Hz), 887(1 H^rs), 924(1 H,brs), 1030(1 H^rs) 


1 / 


mo ■ 1 on.1 crfr MMR X- 1 PfVTH m\ 9 QfVa 1 (VTH rrA ^ 1 0-3^0<3HTn^ 432(2H£). 4.67(1 Hs). 4£3(2t\s). 
454(1 Hs), 4.99(1 H,d,J=83Hz), 621 (1 Hbrs), 721 (2H,cU=8.7Hz), 724-7.42(5H/n), 756(2H,cU=83H2), 7.66( 
2HdJ=1 .9Hz), 7.71 (1 H,cU=1 SHz), 8B9(1 H43rs), 930(1 H^rs), 1 052(1 H3) 


18 


mp : 1 39-1 41 °C, NMR 8: 3.01 (3H^rs), 3.15{3H,brs), 352(2H^), 5.05(1 H<iJ=1 03Hz), 5.44<2Hs), 819(1 H^r 
S), 7.19(2H,(iJ=8.3Hz),7.31-7.47(10H/Tl), 7.60(2H,cU=83Hz). 7.66(1H^),9.05(1H^rs),935(1H3),9.60(1Hb 
IS), 10.76(1 H^) 


19 


mp : 140-143°C. NMR & 2593.09(3H/n), 3.1 6(3H,brs), 355(2Hs), 5.06(1 HdJ=10.4Hz), 557(2H^), 819(1 
Hbrs), 7.1 9(2H AJ=a6Hz), 729-735(1 Hm), 737-7.48(8H/n), 755-757(1 H/n), 7.61 (2HcU=86Hz), 9139(1 H, 
brs),931 (1H,dJ=15Hz), 9.65(1 Hbrs), 10.79(1 Hs) 
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20 


mp : 140-143°a NMR 5: 3.01 -3.09(3H,m), 3.1 6(3H,brs), 3.93(2H,s), 5.06(1 H,(tJ=103Hz), 5.47(2H,s), 6.15(1 
Hbrs), 7.19(2H,d,J=8.6Hz), 729-7.33(1 H,m), 738-7.45(7H,m), 7.61 (2H,cU=8.6Hz), 7.63(1 Hs), 7.70(1 Hs), 9.0 
8(1H,brs), 9.38(1H,s), 9.63(1 H,brs), 10.78(1H,s) 


21 


mp : 141 -146°C, NMR 5: 2963.1 4(3H/n), 3.1 5(3H,brs), 3.91 (2H,s), 5.04(1 H,d*J=103Hz), 5.45(2H,S), 622(1 
Hbrs), 7.19{2H,d,J=8.6Hz), 729-7.42(6H,m), 750(3H,s), 759(2H.d ( J=8.6Hz), 7.65(1 H,s), 9.02(1 H«brs), 9-32(1 
H,d,J=1 5Hz), 955(1 Hbrs), 1 0.73(1 H,s) 


22 


mp : 230-235°a NMR 5: 2590.1 0(3H,m), 3.1 0-325(3H,m), 4.47(2H,S), 5.01 (1 H,<fcW=103, 24Hz), 5.45(2H, 
s), 621 (1 H,brs), 7.1 6-722(4H,m), 728-7.50(7H,m), 754(2H,d,J=8.3Hz), 7.68(2H,dd,J=5.8, 1 .9Hz), 8.94(1 H,br 
s). 9.42(1 H,bfS), 1 0.98(1 H,s) 


23 


mp : 203-209°a NMR 5: 2503.1 0(3Hm), 3.1 0-320(3H,m), 4.41 -4.48(2Hm), 4.955.05(1 H,m), 5.46(2H,s), 6 
21 (1 H,brs), 720(2H,cU=8.6Hz), 730-7.42(6H,m), 750-754(2H,m), 7.70(2H,s). 852(1H,brs), 959(1 HJbrs). 10. 
88-1035(1 H.m) 


24 


mp : 221 -223°C. NMR 5: 2503.08(3H,m), 3.10322(3H,m), 4.04(2H,s), 457(1 HdyJ=9.1 Hz), 5.44(2H,s), 620 
(1 Hbrs), 720(2H,0J=8.1 Hz), 750-7.41 (9H,m), 7.49(2H,d^=8.6Hz), 7.55(2H,cU=8.6Hz), 833(1H,bis), 9.16(1 
Hbrs).1 0.76(1 H.s) 


25 


mp : 222-225°a NMR 5: 2603.05(3H,m), 3.1 CK320(3H,m), 4.43(2H,s), 5.01 (1 H,d J=7.6Hz), 5.44(2Hs), 621 
(1H,brs), 7.15-723(4H,m), 726-7.46(5H,m), 751 (2H,d^=8.8Hz), 7.65-7.72(4H,m), 854(1 H,brs), 9.41 (1Hbis), 
10.93(1Hs),14.72(1H,bfs) 


26 


mp : 197-203°C. NMR 5: 2803.1 0(3H,m), 3.1 0325(3H,m), 4.44(2H,s), 459(1 H,d,J=8.0Hz), 5.61 (2Hs), 621 
(1H,brs), 7.17(2H,dJ=8.6Hz), 7.30-7.42(5H,m), 7.48(2H,d,J=8.5Hz), 7.54(2H,dJ=8.0Hz),7.70(2H,cU=8.1 Hz), 
7.72-7.77(2H,m), 850(1 H,brs), 934(1 Hbrs), 1 0.90(1 H,s) 


27 


mp : 208-214°C, NMR 5: 2503.1 0(3H,m), 3.1 0322(3H,m), 4.44(2H,s), 457(1 H,dyJ=9.7Hz), 5.62(2Hs), 620 
(1 Hbrs), 7.1 6(2H,d,J=8.0Hz), 730-7.55(1 0H,m), 7.70-754(6H,m), 8.82(1 H t brs), 9.1 4(1 Hbrs), 1 0.76(1 Hs) 


28 


mp : 21 9-223°a NMR 8: 2.1 1 (3Hs), 292-3.08(3H,m), 3.1 (K320(3H,m), 4.43(2H,s), 5.02(1 H,dd,J=1 02, 2.4H 
z), 551 (2H,s), 622(1 Hbrs), 7.1 4-7.34(7H,m), 7.36-7.42(4H,m), 7.48-7.53(3H,m), 855(1 Hbrs), 9.43(1 Hbrs), 10 
54(1Hs), 14.61(1 Hbrs) 


29 


mp : 204-207°a NMR 8: 224(3H.s), 2803.1 0(3Hm). 3.1 03.50(3H,m), 4.43(2H,s), 5.01 (1 H,dd,J=1 03, 25H 
z),539(2H,s), 621 (1 Hbrs), 7.17-724(2H/n), 7.30-7.42(7H,m), 7.47(2H,dd,J=83, 5.4Hz), 755(2H,cU=83Hz). 
854(1 Hbrs), 9.40(1 H,brs), 1 1 .00(1 H,s), 1 4.70(1 Hbrs) 


30 


mp : 225-228°C, NMR 5: 2503.07(3H,m), 3.1 0323(3H jn), 428(2Hs), 457(1 H,d J=1 0.3Hz), 5.68(2H,s), 62 
0(1 H,d,J=3.4Hz), 7.1 6-723(4H,m), 730-7.46(7H,m), 7.53(2H,d,J=8.8Hz), 8.82(1 H,brs), 9.1 1 (1 Hbrs), 1 0.63(1 H 
s) 


31 


mp : 232-235°a NMR 8: 2903.1 0(3H,m), 3.1 0325(3H/n), 4.03(2H,s), 4.98(1 H,d,J=1 03Hz), 557(2H,s), 62 
0(1 H,brs), 7.19(2H,dJ=8.3Hz), 729-7.42(6H,m), 7.55(2H,d y J=8.3Hz), 7.67-7.77(2H,m), 837(1 Hbrs), 922(1 H, 
brs), 10.49(1 H,s), 14.61 (1 H,brs) 


32 


mp : 233-235°a NMR 8: 2503.1 0(3H,m), 3.1 0325(3H jm). 4.01 (2Hs), 458(1 H,d^J=1 03Hz), 5.91 (2Hs), &1 
9(1 Hbrs), 7.1 7-7.48(1 1 H,m), 755(2H,d,J=8.3Hz), 8.85(1 Hbrs), 9.1 8(1 Hbrs), 1 0.47(1 H,s) 


33 


mp : 240-242°C. NMR 8: 2503.10(3H,m), 3.1 0325(3H,m). 432(2H,s), 458(1 H,dU=103, 3.4Hz), 5.72(2Hs 
), 620(1 H,d,J=3.9Hz), 720(2H,d,J=8.3Hz), 7.30-7.40(6H,m), 7.51 (2H,d^J=8.8Hz), 7.62(1 H,dJ=8.3Hz), 7.67(1 
Hd,J=20Hz), 8.86(1 Hbrs), 9.1 7(1 Hbrs), 1 0.67(1 H,s) 


34 


mp : 221-224°C, NMR 8: 2903.07(3H,m), 3.1 0320(3H,m), 4.05(2H,s), 5.00(2H,dcU=27, 102Hz), 721 (2H, 
d^=8.6Hz), 729-7 .42(5H,m), 7.58(2H,d,J=8.6Hz), 8.83(1 H,s), 8.91 (1 H,brs), 9.32(1 Hbrs), 10.62(1 Hs) 


35 


mp : 222-224°a NMR 8: 2893.07(3H,m), 3.1 2-321 (3H.m), 3.84(2H,s), 433(2H,s), 4.98(1 H,dd,J=24, 102H 
z),720(2H,cU=8.3Hz). 722-7.42(1 OH/n), 758(2H,dJ=8.3Hz), 8.87(1 H,brs), 922(1 H,brs), 10.44(1H,s) 


36 


mp : 242-245 C, NMR 8: 21 1 (3Hs), 299-3.06(3H,m), 3.09321 (3H,m), 3.68(2H,s), 5.00(1 H,aa,J=vil , lU^a-i 

4&02(1H,brs),6.98(1H,s),7.18(2HcU=8.lHz),728^^^^ 

bis), 1025(1 Hs), 12.10(1 Hs) 


37 


mp : 252-256°a NMR 8: 289(3Hs), 291-3.07(3H,m), 3.1 1 321 (3H,m), 3.65(2Hs), 4.95-5.02(1 Hm), 620(1 
Hbrs), &58(1 Hs), 720(2H,d^8.6Hz), 728-7.42(5H,m), 7.57(2H,d,J=8.6Hz), 8.87(1 H,brs), 924(1 H,brs), 103 
9(1Hs), 1256(1H.s) 
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38 


mp : >230°C(dec.K NMR 5: 28B322(6H,m), 3.73(2H,s), 3.65(2Hs), 5.00(1 H,dcU=Z0, 1 0.0Hz), 620(1 Hbrs) 
, 7.12(1 Hs),7.18(2HdJ^8IHz),728-7.42(5Hm),^^ 
s), 10.41 (1Hs),12e0(1Hs) 


39 


mp : 177-181°<X NMR 8: 2303.10(31-1,171), 3.10325(3H/n), 3.67(2H,s), 5.00(1 H,dcU1=10.0, ZOHz), &68(1 
Hs), 657(1 H,U=72Hz), 7.19(2H,cU=8.4Hz), 727-7.42(9H,m), 759(2H,cU=8.0Hz), 830(1 Hbrs), 929(1 H,brs) 
,1029(1H3),1054(1H,bfS) 


40 


op : 237-243°a NMR 8: 290-3.06(3H,m), 3.06320(3H,m), 4.45(2Hs), 5.01 (1 H,dcU=7.8, ZOHz), 570(2Hs) 
,621 (1H,brs), 7.1 4(2H,d^=8.8Hz), 729-7.42(5H/n), 7.46(2H,cU=a8Hz), 754C2H,dJ=a8Hz), 7.77(2H,dcU=1 
4.4, ZOHz), 8.13(2H,dyJ=8.4Hz), 834(1H,brs), 9.41 (1 Hbrs), 1035(1 Hs) 


41 


mp : 1 51 -159°C. NMR 5: 2303.1 0(3H,m), 3.1O320(3H,m), 3.76(2Ks), 5.02(1 H,ddLJ=102, Z7Hz),670(1H, 
s), 720(2KcU=a8Hz), 725-7.40(5H,m), 7.59(2H,cU=8-8Hz), 836(1 Hbrs), 921 (1 Hbrs), 9.43(1 H,brs), 1058(1 
Hs) 


42 


mp : 205-209°a NMR 5: 29O3.08(3H,m), 3.13-323(3H,m),4324.97(1 Hm), 620(1 HJxs), 7.1 9-7.42(1 OHm 
), 7.71 (2HcU=88Hz), 876(1 HJbrs), 832(1 Hbrs), 965(1 Hs) 


43 


NMR 5: 220(3H,S), 2903.07(3H,m), 3.1 0320(3H/n), 3.74(2H,s), 5.00(1 H,dcU=25, 1 03Hz), 720(2H,cU=8.8 
Hz), 728-7.42(5H/n), 759(2H,d J=8.8Hz), 831 (1 Hbrs), 9.1 3(1 H,brs), 933(1 H,brs), 1 058(1 Hs) 


44 


NMR 5: 1 .48(6H,s), Z86322(6H,m), 430436(1 H/n), 6.19(1 Hbrs), 640(1 Hbrs), 7.17(2H,d l J=8.8Hz), 727-7. 
41 <5H,m), 756(2H,cU=a8Hz), 8.74(1 H,brs), 8.90(1 Hbrs), 953(1 Hbrs) 


45 


NMR 6: 1 .68-212(4H,m), 2.43-Z59(2H ) m), 231 -3.07(3H/n), 3.1 1 -320(3H,m), 3.763.81 (1 H,m), 5.00(1 H,dcU 
=25, 1 0.3Hz), 620(1 Hbrs), 7.1 9(2H,d J=83Hz), 727-7.42(5H,m), 7.60(1 H,d,J=83Hz), 830(1 Hbrs), 933(1 H, 
brs), 10.43(1 Hs) 


46 


NMR 5: Z88-324(6H,m), 3.83(2H,s), 4.95-5.04(1 H,m), 619(1 Hbrs), 7.16-722f2H,m), 726-7.45(6H/n), 755-7 
.63(2H/n), 7.87(1 Hs), 8.04(1 H,cU=3.6Hz), 831 (1 H,bis), 932(1 Hbrs), 10.42(1 H,txs) 


47 


MS(rrVz) :456[(M+H) + ]. NMR5:Z843.19(6HM4.03(2Hs),437-4S7(1Hjn),5.43(2H3),ai2(2Hs),720( 
2H,0J=83Hz), 725-7.41 (1 1 Hm), 7.53(2H,d A J=83Hz), 730(1 Hs), 1 038(1 H.S) 


48 


NMR 8: Z8&3.1 8(6Hm), 3.69(2H,s), 4.87-435(1 H,m), 536(2Hs), 6.1S621 (1 H,m), 7.1 8(2H,d^J=83Hz), 727 
-7.41 (1 1 H,m), 754<2Hd,J=83Hz), 8.57(1 H,s), 872(1 H,brs), 882(1 Hbrs), 1 020(1 H$) 


49 


NMR 8: Z8&3.07(3H/n). 3.1 1 -321(3H/n), 3.67(2H,s), 433439(1 H,m), 553(2Hs), 620(1 H,cU=33Hz), 7.00( 
1 Hs), 7.1 3(2H,cU=73Hz), 7.1 8(2Hd^=83Hz), 724-7.42(8H,m), 7.49(2H,cU=83Hz), 882(1 Hbrs), 9.1 1 (1 H,b 
is), 1 0.35(1 H,s) 


50 


NMR 8: 1 .76-1 .87(2Hm), Z18-226(2H,m), 280322(8H,m), 4394.47(1 H,m), 4.95-5.07(1 H,m), 7.1 5-722(2H, 
m), 727-7.43(5Hm), 754-7.63(2H,m), 7.74-7.82(1 Hm), 827(1 H,dJ=72Hz), 8.67(1 H,cU=4.8Hz), 837(1 H,brs 
), 9.47(1 Hbrs), 10.74(1 Hfrs) 


51 


NMR 8: 230-3.10(3H,m), 3.1 03.20(3H,m), 4.1 8(2H,s), 436(1 H,d J=8.0Hz), 620(1 HJars), 7.1 8(2H,<U=86Hz), 
720-7.60(1 2H,m), 7.84(1H^), 737(1 Hs), a83{1 H^xs), 9.17(1 H.bfS), 1055(1 H^) 


52 


NMR 8: 1 .1 4(6H,cU=1 Z9Hz), Z83(1 Hsep^J=1 Z9Hz), Z90322(6H,m), 4.38(2H,s), 437(1 H,d^=4.1 Hz), 539( 
2H^), 620(1 H4DR). 7.07-7.42(10Hm), 752(2H,cU=a8Hz), 7.67(2H,cU=33Hz),8.84(1H^rs),9.17(1H4xs),10 
.76(1 Hs) 


53 


NMR & 1 .14(6HcU=123Hz), Z83(1 H,sep y J=1Z9Hz), Z90322(6H/n), 438(2H^), 437(1 H,d,J=4.1 Hz), 539( 
2Hs), 620(1 H^),7.07-7.42(10H^),752(2H,dvJ=8^,7.67(2HA^ 
.76(1 H^) 


54 


NMR 8: 2953.02(3H,m), 3.15(3H^rs), 4.44(2H^), 5.01 (1H,dctJ=103, Z5Hz), 5.58(2H^), 621 (1 H^ts), 7.19(2 
HdJ=8.6Hz), 727-7.42(6H/n), 751 (2H^J=8.6Hz), 758-7.60(1 H^fi), 7.69(1 H,d^=Z4Hz), 7.72(1 H,cU=20Hz 
), 7.75(1 H,(tJ=20Hz), 836(1 H,bfS), 9.44(1 Ht»S), 10.91 (1 H,s) 


55 


NMR 8: Z943.04(3Hm), 3.1 5(3Hbrs) , 334(2Hs), 5.01 (1 H,cU=1 0.3Hz), 531 (2Hs), 621 (1 H^J=33Hz), 7.01 
(1 Hs), 7.17-7.41 (12HM754(2Hd^J=83Hz),838(1H^rs),935(1H^rs),10.55(lH^ 


56 


NMR 8: Z953j05(3Hm), 3.1 5(3Hbrs), 4.44(2Hs), 5.01 (1 HdcU=103, Z5Hz), 5.51 (2H3), 620(1 Hbrs), 7.19(3 
H,0J=8.6Hz), 726-7.42(7Hm), 750-754<3Hm), 758(1 H,cU-Z0Hz), 7.73(1 H,cU=Z0Hz), 835(1 Hbrs), 9.43( 
1 HJbrs), 1038(1H^) 
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57 


NMR5:2325.05(3H,m),3.15PH,bcs),4.43(^ 

729-7.48(5Hm), 7.50-753(3H,m), 7.70(1 H,d,J=20Hz), 7.78(1 H,<U=20Hz), 755(1 H,dg=8.0, 20Hz), 8.49(1 
H,dJ=8.0Hz), 854(1 H,bts), 9.42(1 H,brs), 1 0.86(1 Hs) 


58 


mp: 150-152°C. NMR 5: 288-3.07(3H/n), 3.08(3H,m), 3S5(2Hs), 5.00(1 H,dd,J=2.8, 10.0Hz),621(1Hs),6. 
82(1H,d^i=7.6Hz), 691 (1 H.d^.OHz), 7.1 7-723(2H,m), 728-7.43(5H/n), 755-7.62<2Hm), 7.828.04(3H,m), 
830(1 Kbrs), 951 (1 H,bis), 1 0.67(1 H,brs), 1 4.07(1 Hbis) 


59 


NMR & 2SCK3-25(6H,m), 435-5.04(1 H,m), 520(1 H,s), 622(1 Hire), 678(1 Hs), 7.1 7-724(2H/n), 727-7.44(5 
H,m), 7.67-7.75(2H,m), 850-9.10(3H.bf), 9.45(1H,bi), 1022(1H,bts) 


60 


mp:214-216°a NMR8:285524(6H,m),3.65(2Hs),4S8(1H,dd,J=28, 10.4Hz),618(1H,d,J=65Hz),628( 
1 H.d J=8.8Hz). 7.1 6-722(2H ml 728-7.45(6Hjn), 753-759(2H,s), 855(1 H,bis), 9.1 8 (1 H,bis), 1036(1HJ3S) 


61 


mp: 180-182°C. NMR 8: 0.87(6H,d,J=6.8Hz), 205-21 5(1 Hm), 2595.1 0(3H,m), 3.1 0320(3H Ai), 4.03(2H, 
d,J=7.8Hz), 4.41 (2Hs), 5.01 (1 H,4J=85Hz), 620(1 HJdis), 721 (2H,cW=85Hz), 729-7.42(9Hm). 7.60(2H,dyJ= 
8.8Hz). 7.69(1 H,dJ=1 .9Hz), 7.75(1 H,d,J=2.0Hz) 


62 


mp:226-228°a NMR 6: 287523(6H,m), 4.45(2Hs), 5.02(1 H,dcU=2.4, 10.0Hz),555(2H^),621(1HJbts),7. 

16-7.46(11H,m),7.49-755(2Hm),7.66(1H,d^^ 

H,bcs),1 4.82(1 Kbfs) 


63 


mp : 224-225°C. NMR 5: 2905.05(3H,m);3.0&325(3H/n), 4.46(2H^) 1 5.01 (1HAJ=8jOHz), 550(2Hs), 621 
ft HJdis). 7.1 4-7.50(1 1 Km). 7.54(2H,d J=8.8Hz), 7.70-7.73(2H,m), 833(1 H&s), 959(1 Hlxs), 1 035(1 Hs) 


64 


mp : 205-208°a NMR 8: 2.90-3.06(3H,m), 3.1 0521 (3H/n), 4.41 (2H.S), 439(1 H,cU=85Hz), 551 (2Hs), 621 
(1 Hs), 7.06-7.1 2(1 Km), 720(2H,d y J=85Hz), 728-7.42(6H,m), 7.69(2H,dd,J=2.0, 85Hz), 8.87(1 H,s), 926(1 H, 
s), 10.81 (1H,s) 


65 


mp : 21 1 -216°a NMR 8: 3.00(3H,brs), 3.1 5(3H,bes), 4.44(2H,s), 5.05(1 H,dd ( J=102, 1 3Hz), 5.58(2H,s), 622( 
1Kbs), 7.14-722(4H,m), 729-7.32(1 H,m),757-7.42(4H,m), 7.47-754(3H/n), 7.65(1 H,s), 7.69(1 Hd,J=1SHz) 
, 9.02(1 HiDrs), 955(1 H,brs), 1 037(1 H,s) 


66 


mp : 199-201°a NMR 8: 287523(6H,m), 4.45(2H,S), 4355.04(1 H/n), 551 (2H.S), 620(1 H,brs), 7.1 0-7.43(1 
OKm), 7.49-755(2H,m), 7.71 (1H,d,J=20Hz), 7.74(1 H,d^J=2.0Hz), 8.89(1Hb(S), 950(1Hbcs), 1 0.90(1 Hbts), 1 
4.73(1 H,brs) 


67 


mp : 131-135°C. NMR 8: 3.00(3H,bcs), 3.16(3Hbrs), 4.49(2H,s), 5.04(1 H,OJ=10.0Hz), 556(2Hs), 623(1 Hlx 
s), 720(2H,dJ=82Hz), 723-7.34(4H,m), 757-7.42(4H,m). 7.53(2H,d,J=82Hz), 7.72(2H,s), 9.01 (1 H,bis), 9.54( 
1Hbrs),11.00(1H,s) 


68 


mp : 217-219°a NMR 8: 2905.05(3Hm), 3.05520(3H/n), 4.46(2H,s), 5.00(1 H,d,J=8.0Hz), 5.47(2Hs), 621 
(1 Hbrs), 720(2Hd ) J=8.0Hz), 725-7.50(7H/n), 750-7.60<3H,m), 7.70(1 H,cU=1 .9Hz), 7.71 (1 H,d^l=20Hz), 8.9 
1 (1 H,brs), 953(1 Hbre), 1 0.93(1 H,s) 


69 


mp : 213-217°C. NMR 8: 290-3.05(3H,m), 3.05520(3H,m), 4.42(2H,s), 5.02(1 HdcU=102 24Hz), 5.62(2H, 
s), 621 (1 Hias), 720(2H,d y J=8.3Hz), 729-7.42(6H,m), 7.49(2H,d,J=85Hz), 7.51 -7.60(1 H,m), 7.68-7.73(2H/n), 
8.95(1 H,brs), 9.42(1 H,bre), 1 0.89(1 Hs) 


70 


mp : 212-213°a NMR 8: 287523(6H,m), 4.47(2H,s), 552(1 H,dcU=2.4, 1 0.0Hz), 553(2H,s), 621 (1 H,bis), 7 
.16-723(2H,m), 728-754(1 Hjm), 756-7.43(4Hjn), 7.43-7.55(2H,m), 757-7.67(2H,m), 7.69-7.74(2H,m), 8S5( 
1 Hbts), 9.43(1 Hbrs), 1035(1 H,brs), 1 4.86(1 Hixs) 


71 


mp : 209-21 3°a NMR 8: 2905.05(3H,m), 3.05520(3H,m), 4.47(2H,s), 4.98-5.01 (1H/n), 5.49(2H,s). 621 (1 
H,brs), 721 (2H,<tJ=8.3Hz), 728-7.34(1 H,m), 756-7.44(6H,m), 7.53(2H,d,J=8.8Hz), 7.71 (1 H,0J=1 3Hz), 7.74( 
1 H*U=1 3Hz), 831 (1 H,brs), 9.34(1 H,brs), 10.97(1H,s) 


72 


mp: 190-193 C. NMR 8: 2305.08(3H,m), 3.10521 (3H/n), 458(2H,s), 4.99(1 H,dctJ=25, 102Hz),5.69(2H, 
s), 620(1 Hs). 721 (2H,d^J=8.8Hz), 729-7.42(5H,m), 7.48(2H,d^J=85Hz), 7.70(1 Kd^l 3Hz), 7.77(1 H^), 8.88 
(1H,S), 927(1 H3), 1054(1Hs) 


73 


mp : 233-234°C. NMR 8: 290-323(6Hjn), 4.47(2H^), 5.02(1 H,dcU=24, 1 0.0Hz), 5.44(2H^), 621 (1 H,bcs), 7 
.1 2-723(3H,m), 728-754(1 H,m), 7.36-7.44(5H,m), 752-758(2H,m), 7.66-7.73(3H/d), 7.79-7.81 (1 H,m), 8.96( 
1 Hias), 9.44(1 H,bs), 1036(1H.brs), 14.79(1H,brs) 
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74 


rrp: 180-183°C. NMR & 267-2.76(4Hm), 2.78-286(2Hrn), 4.00(2Hs), 4.66(1 H,dcU=8.3, 35Hz), 539(2Hs) 
, 5.42(1 Kbrs), 657(1 HdyJ=05Hz), 678(1 his), 7.03(2H,cU=83Hz). 721 -726(1 Km), 727-734(4H/n), 7.45-7. 
50(1 Km), 752(2HcU=83Hz), 755(1 Hs), 758(1 Ks), 8132(1 Ks), 10320HS) 


75 


rrp : 21 0-21 5°C, NMR & 291 -3.03(3Km), ai5(3H,brs), 4.44(2H,S), 5.01 (1 HddJ=1 0.4, 26Hz), 553(2H^, 6 
21 (1 Kbrs), 7.1 8(2H,cU=83Hz), 730-732(1 Km), 737-7.42(4Km), 7.48(2HcU=83Hz), 7.490-icU=83Hz), 
7.74dH,dJ=2.0H2), 7.75(1H,d,J=20Hz), 7.79(2H,dJ=83Hz), 854(1 Kbrs), 939(1 Kbrs), 1053(1 Hs) 


76 


mp: 162-165°a hMR&2S3a05(3H^),3.14(3Hbis),4.47(2Hs), 5.03(1 KdcU=1 03, 25Hz), 5.62(1 H^s), 
5B9(2Ks), 7.1 2(2H,d y J=83Hz), 730-737(1 H,m), 739-7.43(6H/n), 7.61 (2H,cU=a8Hz), 759(1 H,U=75Hz), 7 
.75(1 H,cU=1 .9Hz), 7.83-736(2H,m), 757(1 H,d y J=83Hz), 8.44(1 H,d>83Hz), 859(1 Kbrs), 952(1 Kbrs), 1 0B 
4(1Ks) 


77 


NMR 5: 264-274(4H,m), 2.77-282(2H,m), 353(2H,s), 4.63(1 H,cHJ=7.8, 4.4Hz), 533(2H,s), 680(2H,d ) J=63 
Hz), 7.14(2H,d 1 J=8BHz), 720-724(1 H,m), 728-735{5H/n), 7.43(1 HAJ=75Hz), 7.47-7.52(3H,m), 1027(1 Hs 


78 


NMR & 2£3-272(4Hm), 275-281 (2Hm), 3.79(2H,s), 452(1 H,dcU=73, 4.4Hz), 530(1 HbfS), 533(2Hs), 65 
8(1Kd^J=1 .OHz), 651 (1HdcU=8.8, 55Hz), 7.06(1 H,dJ=1 .OHz), 7.12(2HAJ=83Hz), 7.19-724(2Hm), 728-7. 
33(4H,m), 7.43<2Hd,J=83Hz), 7.49(1 HdctJ=83,25Hz), 8.32(1 Hs), 1021 (1H,s) 


79 


NMR 5: 2383.08(3H,m), 3.10322(3H,m), 4.40(2H,s), 457(1 H,d,J=83Hz), 556(2H,s). 620(1H,s), 7.19(2Hd, 
J=83Hz), 724(1 H,<U=25Hz), 730-7.60<9H,m), 7.64(1 H.dyJ^OHz), 7.72(1 H,s), 8.83(1 Ks), 9.1 4(1 Hs), 10.71 
(1Hs) 


80 


NMR 5: 2503.08(3H/n), 3.10322(3H,m), 4.44(2H,S), 5.02(1 H,cU=a8Hz), 559(2H,s), 621 (1H.S), 720(2H,d, 
J^0H^,724-7.42(7H/Ti),750(2H,d^3Hz),7.72(2H.dJ=65H^, 854(1 H,s), 9.42(1 H$), 1053(1Hs) 


81 


NMR 5: 287-323(6Hm),a85(3H,s), 430(2Hs), 4545.01 (1H,m), 55S(2H,s), 61 7-622(1 Hbr). 7.14-723(2H, 
m), 728-750<9H,m), 757-7.64(2Hm), 757-753(2H/n), 833(1 Kbrs), 9.10(1 Kbrs), 10.68(1Hbrs), 14.86(1 Kb 
rs) 


82 


NMR 8: 1 30-1 .64(6H,m), 288322(8Hm), 3.45355<2Hm), 439(2Hs), 4.97(1 H,cU=93Hz), 550(2H,s), 621 ( 
1Hs), 720(2H,d,J=8.3Hz), 730-7.42<9H,m), 751 (2H,d>8.7Hz), 7.71 (2H,cW=7.8Hz), 681 (1H,s), 9.14(1 Hs), 
10.77(1 Hs) 


83 


mp:229-232°a NMR 8: 250-3.00(3Hrn), 3.1 0-3.1 8(3H/n), 5.00(1 H,dcU=28, 10.1 Hz), 5XJ3(2Hs). 627(1 H,t 
,J=2QHz), 720(2HcU=a8Hz), 729-7.42(5H/n), 7.46(1 H,cU=24Hz), 7.58(2H,OJ=8.8Hz), 7.77(1 H,cU=2.0Hz 
), 851 (1H3), 932(1 H,s), 1053(1H,s) 


84 


mp : 237-240 C, NMR 5: 290-3.08(3H/n), 3.1 0-322(3H/n), 4.96(1 Hd<U=2.0, 1 0-OHz), 5.1 5C«*i^), / 1 
cU=a0Hz), 728-7.42(5H4Ti), 756(2H^U=8.4Hz), 8.03(1 H3), 8.61 (1 Ks). 8.82(1 H,s), 9.09(1 Ks). 1057(1 Ks) 


85 


mp : 244-248°a NMR 8: 2503.06(3H/n), 3.10320(3H/n), 5.00(1 H,d,J=7.6Hz), 520(2H^), 620(1Ks), 720 
-750(1 1 Km), 7.59(2HdJ=72Hz), 894(3H^), 936(1 H,s), 10.95(1 H3), 1 292(1 Hs) 


86 


mp :223-224°a NMR 8: 2BS322(6H,m), 3.49(2H3), 4935.03(1 Hjn), 620(1 H,cU=4.0Hz), 7.15-7.43(9Hm 
), 755-7.62(2H/n), 7.75(1 H,dU=1 .6 80Hz), 845^.53(1 H,m), 8.06-950(2Hj3f), 1 035(1 Has) 


87 


mp : 236-238°a NMR 5: 285323(6H4Ti), 3.72(2H^), 451 5.02(1 Km), 620(1 H,dJ=4.0Hz), 7.1 5-722(2H/n 
), 727-7.45(6Hjn), 753-7.62(2H/Ti), 7.73-732(1 H/n), 84&8.60C2H/n), 884(1 Kbrs), 9.1 6(1 Kbrs), 1035-105 
0(1 HW 


88 


mp : 195-198°a NMR 8: 286322(6Hm), 3.73(2H^), 453-5.04(1 H^n), 615625(1 Hbr), 7.14-722(2H/n), 7 
28-7.43(7H/n), 754-7.63(2H/n), 8.47-853(2H,m), 9.07(2H Jas), 1 050(1 Hi»s) 


89 


mp : 202-204°a NMR & 271 -Z81 (2Km), 2S3324(8H,m), 3.49(2H3). 4535.05(1 H/n), 620(1 HbrcU=32 
Hz), 7.1 5-723(3H t m), 726-7.44(6H/n), 752-7.60(2Hm), 7.69(1 H,aU=1 .6, 7.6H^, 8.4&tii>l 0 M,m), y.u/ (^n 
brs)J0.07(1Kbrs) 


yu 


mn • ooA.oo7°r NMR ^* P pnffiH m\ 4^1 (2\-\s) 4 42CH U=8.0H^, 5.00(1 H t dJ=1 .0Hz), 621 (1 H.brs), 
720-7.40(12Hm), 759(2H,cU=8.6Hz), 7.65(2H,dcU=125, 05Hz). 851 (1 Kbts). 934(1 Hjas), 1058(1 Hs) 


91 


mp : 158-165°a NMR 8: 251 -2.78(6H/n), 356(2H^), 459(1 H,U=52Hz), 520(1 H,bts), 7.13-732(9H/n), 75 
0-753(4H/n), 1033(1 Ks), 1237(1 Kbrs) 


92 


mp : 216-217°a NMR 8: 231 t3H3),286324(6Hnn),3.89(2H3). 452-5.07(1 H/n), 620(1 KOJ=4.0Hz), 7.12 
-722(3Hm), 728-7.45(5Hm), 750-7.64(2H^), 830(1 H,cU=4.4Hz), 8.60950(2HW, 1032(1 H^Drs) 
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93 


mp : 236-23o NMR o: Z8&324(6H/n), 3.95(21-1,3), 4.91 -5.01 (1 n/n), 5.44(*x1,S), b.l y(i n AJ=4.4HZ), 7.1 5 
-7-22(2H jn), 7.Z77.4ovOii,nri), / .Dt(<£n,nrij t ojCK3.ro\on,rn), o.oo\ i n,Dn» y. » <-\ ' n,ui5>/, i i i n,urs; 


94 


NMR8:29O3.10(3H,m),3.10320(3H,m),438(^ 


95 


NMR& 231 (3H.S), 2893.17(6H,m),3.79(2H ) s), 498(1 H,dU=32 10.4Hz), 7.10-7.41 (12H,m), 1 032(1 Hs) 


96 


NMR&2^(3H^),289<3.17(6H,m),3.79(2H5).4S9(1H,dU=3.610.0Hz). 7.17-759(12H,m), 10.31(1H,s) 


97 


NMR8:244(3H£),278320(6Hjn),3.80(2Hs), 437(1 H,dU=32, 10.4Hz), 7.1 2-7.66(1 2Hm), 1033(1H,s) 


93 


NMR 8: 1 .06(3H,d,J=6.4Hz), 250265(2H,m), 2903.15(3H,m), 3.83(2Hs), 4.804.94(1 Hm), 7.10-7.18(2Hm) 
, 723-7.45(7Hm), 752-7.60(2H,m), 7.71-7.80(1H,m), 841 -8.52(1 H,m), 1025(1H,bre) 


99 


mp:203-204°a NMR 8: 1 .1 3(3H,cU=6.4Hz), 255-264(1 H,m), 3.0O350(4H,m), 3.84(2H,s). 4.92-5.02(1 H/n 
), 620(1 H,d,J=4.0Hz), 7.1 3-720(2H,m), 724-7.46(7H^l), 754-7.60(2HjTi), 7.73-750(1 Km), 851 (1 Hfrs), BB 
7(1 Kbrs), 9.13(1 H,bs), 1031(1H,brs) 


100 


NMR 8: 1 .06(3H,clJ=6.4H^, 250-265(1 H,m), 257<350(4H ) m), 3.78(2H^), 4.77-492(1 H^n), 525(2Hs), 6.85( 
1 Ks), 7.1 0-755(1 5H,m), 1 0.33(1 H,bis) 


101 


mp: 194-196°C. NMR8:288<325(6H/Ti),3.89(2H^) I 520^26(1H,m),63CX1H^),7.17-7.48(7H/Ti),^ 
60^H,m), 7.81 -758(1 Hjn), 854(1 H,cU=4.0H3, 8.82(1 H^), 9.1 6(1 Hs), 1 0.35(1 H^) 


102 


mp : 214-21 5°C. NMR 8: 288325(6H,m), 3.85(2H3), 4965.02(1 Hfl\), 633(1 H,4J=3£Hz), 7.1 2-731 (6H,m 
), 739-7.48(2H,m), 7580H,d J=83HzO, 7.74-7.80(1 H,m), 8.50(1 H,s), 832(1 H3), 9.01 (1 Hs), 1 0.30(1 H^) 


103 


mp : 223-225°a NMR 8: 2.88<3.06(3H/Ti), 3.10320(3H/Ti), 3.84(2H^), 4S45.01 (1 Km), 624(1 H,d^J=4.0Hz 
), 7.1 6-7.30(5H,m), 738-7.46(3H,m), 7.58(2H,d,J=8.8H^, 7.76(1 H,dU=1 .6 7.6Hz), 850(1 H.d^.SHz), 833(1 
H.S), 9.08(1 H3), 1 031 (1 H$) 


104 


mp : 208-21 0°C. NMR 8: 288324(6H/n), 399(2H3), 4.905.01 (1 H,m), 620(1 H,d^=3.6H^, 7.1 5-724(2H/n 
), 728-7.44(6H jn), 7.53-7.62(2H,m), 850-930(4H/n), 1 033(1 H43rs) 


105 


mp : 234-235°a NMR 8: 294325(6H/n), 4.07(2H3), 490-5.02(1 H,m), 620(1 H,d y J=4.0Hz), 7.1 6-723(2H/n 
), 727-7.44(5H,m), 7.53-7.65(4H,m), 7.71 -7.78(1 Him), 7.94-8.00(2H,m), 8.33(1 H.d^.OHz), 850925(2H/n), 
1 0.46(1 H^3ts) 


106 


mp : 221 -222°C. NMR 8: 290325(6H/n), 3.85(2H,s), 492-5.08(1 H,m), 635(1 H,d^J=3.6H^, 7.14-723£Hm 
). 723-731 (1 H,m), 7.33-7.50(5H,m), 7.54-7.64(2H/n), 7.76(1 H,cU=1 .6 7.6Hz), 8.43355(1 H,m), 8309.40(2 
HW, 10.36(1 H,bis) 


107 


mp : 204-205°C. NMR 8: 285328(6Hm), 335(2H,s), 5.02 5.1 4(1 H,m), 637(1 H,d^J=4.0H^, 7.1 4-732(3H^n 
), 73&7.46(2H,m), 7.55-7.64(2H,m), 770-7.86(2H,m), 8.46856(2H,m), 8573.65(1 H,m), 9.13(2H43IS), 1 037( 
1H,brs) 


108 


NMR 8: 263-2.67(4H,m), 273-278(2H/n), 4.07(2H,s), 4.60(1 H,dd J=7.4, 4.9Hz), 524(1 H,bre), 5.57(2H^), 7.12 
-723(7H.m), 727-731 (4Hm), 737(3H,cU=a3Hz), 7.46(2H,d,J=83Hz), 7.60-7.61 (1 Hjm), 831 (1 H^), 1031 (1 H 


109 


NMR 8: 226(3H^), 240(3H^), 2903.1 7(6H,m), 3.75(2H^), 4.99(1H,dU=32 6.8H2), 697-7.60(1 1 H/n), 1 03 
5(1Hs) 


110 


mp: 183-184°a NMR 8: 1 .85-205(2H,m), 253-265(2H/n), 283-3.03(3H,m), 3.05-3.16(1 H,m), 338(2H^), 4 
35(1 HAJ=9.6Hz), 6.1 5(1 H,bcs), 7.1 0-7.18(2H/n), 722-7.43 (7H.m), 750-7.60(2H/Ti), 7.75(1 H,dU=1 .6 72Hz 
),a45353(1H,m),891(2H,brs), 1029(1H,brs) 


111 


mp:225-226°a NMR 8: 3.023.1 4(1 Hjm), 3.1 83.46(3H,m), 3.84(2H3), 422-4.35(2H,m), 4.98-5.08(1 H/n), 6 
21 (1 H,d,J=3.6Hz), 690697(2H/n), 723-7.44{7H,m) 1 753-7.62(2H^), 7.76(1 H,dU=1 .6, 72Hz), 8.458.54(1 
H,m), 8.80-950(2H,tX) , 1 029(1 HfXS) 


112 


NMR 8: 1 21 (6Hs), 285323(4H^n), 3.89(2H,s), 4.905.00(1 H,m), 621 (1 H,brs), 7.1 1 -7.19(2H,m), 728-750(7 
H,m), 753-7.62(2H^i), 7.78-7.90(1 H,m), 8.453.60(2H,m), 9.00-9.1 0(1 HM 1 0.35(1 H,brs) 


113 


mp:132-133°a NMR 8: 2903.1 0(3H/n), 3.13323(3H,m), 496(1 H,dd,J=25, 102Hz), 7.06-7.1 1(1H^i,), 7. 
21 (2H,d J=8.7Hz), 7.307.42(5H,m), 7.47-753PH,m), 7.81 -7.87(1 H,m), 829(1 H,d,J=4.9Hz), a78(1 H^), 9.00( 
1Ks), 9.88(1 H3), 1051(1H,s) 



35 



WO 99/20607 



PCT/JP98/04671 



m.3 



Ex. 


Structure 


1 




2 3 




3 3 


H V-^"^ c 1 


4 1 


OH 

H 


47 


OH h 


5 8 


OH 

H 


86 


OH 

H 


93 


OH 

^^^^ ^^^^ 

H 


104 


H 



36 



WO 99/20607 



PCT/JP98/04671 



ttfx*$z>o ^ a 4 at* 5 izmm. Ltzit^m^-o^. em* «r ^/m^^a 

OH 



No. 




No. 




No. 




1 




2 




3 


J />-NH 2 
^CH 2 N 


4 


r^r F 

jr >-nh 2 

^CH 2 N 


5 




6 




7 


CH 2 N NH 2 


8 


CH 2 N OCH 3 


9 


CH 2 N 


10 


NH 2 
CH 2 N 


11 


^CH 2 N 


12 


NH 2 



37 



WO 99/20607 



PCT/JP98/04671 




38 



- WO 99/20607 PCT/JP98/04671 




(i) 
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R 2 : TKmJl^Xli/NP^^^ 

Z : M^^XI*=CH-T^^^-5>S) 

2. AA^^U^. CH 2 0— T***L*ltT?fcSSI^i5H1iaBW)T5 K 
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document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other 

special reason (as specified) 
"O" document referring to an oral disclosure* use, exhibition or other 

means 

"P" document published prior to the international filing date but later than 
the priority date claimed 


"T" later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand 

the principle or theory underlying the invention 
"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 

when the document is taken alone 
"Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 

combined with one or more other such documents, such combination 

being obvious to a person skilled in the art 
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Office 
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ETATS-UNIS D'AMERIQUE 
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Date of mailing: 
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International application No.: 
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Applicant's or agent's file reference: 
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International filing date: 
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Priority date: 
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Applicant: 
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The International Bureau of WIPO 
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FOR FURTHER ACTION Examination Report (Form PCT/I p EA/4 , 6) 


International application No. 

PCT/JP98/04671 


International filing date {day/month/year) 
15 October 1998 (15.10.98) 


Priority date (day/month/year) 

17 October 1997(17.10.97) 


International Patent Classification (IPC) or national classification and IPC 

0070 213/81,213/73,213/56,213/61,213/64,233/64,217/22,231/12,257/04,513/04,241/20,215/48, 12 
285/08, 277/40, 68, A61K 3 1/445, 415, 44,41,425, 47, 495, 505 


Applicant 

YAMANOUCHI PHARMACEUTICAL CO., LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



I 1 This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
' — 1 amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of submission of the demand 
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Facsimile No. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
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I. Basis of the report 



1 . With regard to the elements of the international application:* 
P><J the international application as originally filed 

| | the description: 

pages 

pages 

pages 



4. 



filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 
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□ 
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□ 
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The amendments have resulted in the cancellation of: 
I I the description, pages 
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the claims, Nos. 

1 1 the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70.17). 

Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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citations and explanations supporting such statement 
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1 . Statement 

Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 
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NO 
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Citations and explanations 

The following documents are cited in the international 
search report. 



Document 1 : JP, 8-92228, A 
Document 2 : JP, 7-10827, A 



Document 1 describes 2 , 4-oxazolidinedione 
derivatives with a blood glucose lowering action and blood 
lipid lowering acting. 

Document 2 describes heterocyclic derivatives having 
a blood glucose lowering action. 

The medical applications of the compounds described 
in Documents 1 and 2 are related to those of the compounds 
described in the claims of this international application; 
however, the compounds described in these documents do not 
have a structure with rings connected via an amide group. 

Thus, none of the documents cited in the 
international search report discloses the amide 
derivatives and medicaments containing the same disclosed 
in Claims 1-8, nor are they obvious from indications in 
these documents. Therefore they are novel and involve an 
inventive step. 
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